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(54)Title: MEDICINAL COMPOSITION FOR PERCUTANEOUS ADMINISTRATION 




(57) Abstract 

A percutaneously absorbable medicinal composition comprising at least one member selected from the group consisting of aromatic 
amidine derivatives represented by general formula (1), salts of the derivatives, solvates of the derivatives and solvates of salts of the 
derivatives and a percutaneous absorption promoter. The composition has a high percutaneous absorbability, can maintain an available blood 
level for long, and has antithrombotic and anticoagulant effects. 
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f is Jim, &~m?b* is b* is Jl&mfr&tfZtlZo 

TJl^JrisftJltf—JlMtLTlZ, / b*ist>)im~ Jim, x.blris%Jl#— 

Jim, ^n^i/*;^-;n, y b*istt)i#— Jimmftw^f <bnz>o 

t> Jltf^isT Jl^Jimt LXli, ti Jlyf^is / ^ Jim, ■ tf Jl is xf;H % 
£> Jim^is-Jv h'JimWW&tf'btlZo 

T Jl^^risfi Jltf—JIT Jl^-Jimt LXlt, J b^risft Jltf—JUJ-Jim, -X 
blrisfi Jltf—JlJ^Jim, yn^+->*;^^/Mf^l, / b^isfifrtf— 
jljL^-jim, ihti/*^f^xfA'S, y b*ist>Jl#— )l~7u h°Jim, x 

*;t#+->7;ia^i/^iittlt ft^^S/^ h^^;us. #;t^4^>x 

Jl-=i*is)imbLX\$, / b^risftJltf— Jl / b^risJim, jl b ^risX Jltf—Jl 
J b* is Jim, ? is ti )l#~)l / b^isJlM, J b * isii jI#~jIjl b * 
is JIM, J- b^ristiJim—JUL b*risJim^fr&\f>btl&o 

h brjJfi/T Jl^rJimtLTli, t Fnt^^f^S, t Kn + i/xf^S, 

- h L < Iiy-li7i^^7 $ j tj)i#~)imt Lx\z, -i&mr 

Jl^rJlT I J tlJim— Jimt LX, J ^JlT i J tsJl^=- Jim, lfA7;;* 
JlT^^Jim, -fv^JlT l J * Jl$i~Jim, 4 77°a t'JlT i J ts Jl^— Jim, 
-J1-JIT I J ii Jl7$~Jim, 4 7 7'f^7 * J tiJl-R—Jim, ^y^-JlTXJii 
Jltf^Jim, 4 V^y^-Jlf I J t>Jl#—JlM, ^^risJlYlJ^Jl^^-Jim, 
4 V^JrisJlT i J trJl#—Jim^fr]$lfh>tl%o £tz, "JT Jl* JIT i J ti Jl 
rTi—JimtLT, is J ^JlT i J ts)l^z.Jim, 9J-^JlT I J ti Jl^izLJim, 
isy"u hVUT * J tr Jltf~JlM, 7 7°n tVUT ^ J ti Jltf-Jim, is ~? J- Jl 
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J t>)l^^~JlM, jl 9-Jly°a h°JlT i J ijJl/tf— JIM, iWnWT?;* 

^7 7"f;^^tx;H, ^x;l/^x;H, ^ 7^>f ^x^^x;H, 

!7;l4 i ^7;;fti7;^'x;Hitt, ;17 ; ;f t*;^'x;i/i, x. 
f;l/7;7ft*i^'x;H, ^nh 0 ;^; 7f t^il^x/H, ^7 7°nt';L 
7;7ft*;^'-;l/S, y^-Jl/T i J J-jrilJltf-JlM, ^7 7'f A7;7f 

^4?x_^S> ^^^7;yft^;^-;H, ^'7'\+->^7 ^ 7f 
x.;U£^W bll^o £/x. ^7J^^7;;ft*ib^x;HttT, ^y 

f^7;7ft*M-;i/i, i;xf;i/7;7ft*;^'x;H, ^t°ol°;lt 
^ J f-j-trJltf— JIM, f J4 v y*a h°;t/T ^ y *f-itii Jl#~JlM, ^y^Jiri 

^gj^^n/c^McD^T^^^T ^ y Jitf—Jim^ ti^v^iz, xf 

f;b7;7ft*i^fx;H, y f ;b7°n hVIT ; 7 f A^x;H, xfA 
7°Dh , ;l/7;;ft^;^fx;H, 7'f/Mf^7i7ftti^4tx;H, 7/^ 
/l/xf AT ^ y ^#;t/;Kx:;t/£, 7f^7'o t°AT $ J J-vftiJltf—jlM^® 

x.;bS^W ^n^-o 
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i&mrjitjj 4Jimt LTti. ^jiiJim, r-t?^AS> ynh't-^ ^ 

f - 'J as. -Y v 7> 'J as. ^ u u as. -r u u as. tv< D >r ;us> ^+ 

#;1//<^AS. T;;l, ->T 7 S. - hal, Jlft J -Y ;bS, 

ilTA'^-ziH, fil7;^ + ->^H^-i«, - b < !i-7-fSIRT 
;l/ + ^7;;l, T'J -AS. 7 7^^t^->l, ^AtV 

7°hS. t a a ^- :3* s. «7;^5 L t*;^->'H, zkfftS. 
-y ^; - b < ti^-fMTA+AT i j # a^as^^i? <btiz> 0 
T U -ASt bTti. 7x-;H, t7fiH, e'7x^;i/$, T>hDAS 

^D7'J-;HtbTli, 7 'J AS. ^:=.;t,S. t°aUAS. -Y^VJ 
AS. h* 5 7" U AS. ^7f 7 7 'J AS. -Y 7 4^ 7 U AS. t? 'J ^ AS. h° U 
i iJ—jim, *J 'J ~Y 7 + y 'J 7 'J ^;H, +y 'J 7^.;uS. 

4- y ^--y- ij ^.;US. 'J -;H, OX 4 i ¥ 7 'J -Y $ ^7* t° 'J -7 71 

S. ^>'/7 7-;H, t7f'J^-;H, 1, 2-^>y7 7+t7*'J;H, 
^7 7*t + t'/'J;H, ^7 , /f7 , /'J;H, ^4 : -tf7n t° U Y7f7 
'/nh^J^m <>7*fx^iH^tfbn, 0^b<(i, 7'JiH, 7^ 

t°o 'J AS. $ y 7 'J AS. bf »J ^;HH^f T U -;Hli 

7tgT-. *^^>7;H, 7;7I, ^7 71, ^hn^. 7j<^S. 
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tl J 4 JIM, JIM, tyT/l/^A^^t^AI, VT Jl^-Jlii Jl/< 

^-(JlM, *;t/A-r $ K-f;l^ r;U77y^^ K>f^U36. ^>X^; FVA-S. 

#;t>#**>;H6 N 7^3 + ^*^^- ft Jltf^risT JlsJrJlM, TJl^rJltl 
Jltf—JlTJl^JlM, 7;77i^/H> 7^*;^^7^;l > TJlt/JJJl 
T I JT Jl^rJlM, 4iJM, 7;l3^i/i?;^toK ;7lWlf^>tl^ 0 
£/c t i jM£tzi-ZT * y TJi^rJiMcoT i J gp^dtlil U#<2> M t LXU, 

<£ar;U+-;US. fnij^-^ h'y^JlM, ft Jl JlM, ^JTJlJrJl 
ftJls<^4 JIM, i?T Jl^Jlft Jl^^Ej JIM, \$MTJlft J -(JIM, frJlI^J i 
V^JlM, TJlftJ-fi Y^JlM, <yXJ I V^JlM, T JlaJf-iyft Jl^—Jl 

tlis, d Z-CmLtzT JlJfJlM, 7^nt-WH> TJlftJ 4 JlMW^OM, 
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-£7jk£ftZ>Mb LT(i> ^>7"7 7^ik <>XV;y'/'Jik -Y > F U Jl\ ^ 

(i) rmt>£ti63jmmT i ^>mm&, mmmwo 
?e-?z>z tw$>o, ttmmm+i-&^<ft¥m&fc$>%i^utLi£m 

2 - C 4 - C ( ( 3 S) - 1 -T-tr h-T $ HW7b- 3 - fcTn »J i?— ;U) 
7j.— Jl] -3 - (7-T;^;-2-t7f^) 7°nt , t>i, 

( + ) - 2 - [4 - [ ( ( 3 S) - 1 -T-tr h>T S K-r;l/- 3 - b°a U 
^-^i/] 7i-^] -3 - ( 7 -T $ - 2 -t7f;i/) ^dW>I, 

( 2 S) - 2- [4 - [ ( ( 3 S) -l-7th>f; — 3 — t?n 'J 

7x-;H -3 - (7-Tv^7-2-t7f7l') yDh"t7i, 

(2R)-2-[4-[((3R)-l -T-tr $ FV;l/- 3 - b°n >J 

7a— ;U] -3 - (7-T;^;-2-t7f;l/) :/n fc?3- 
2 - [ 4 - [ ( 1 - T-tr h-T $ K-OU- 4 - h*^ U S^IO 7x-ib] - 

3- (7-Ti^7-2-t7f/l/) ^netVi, 

( + ) - 2 - [ 4 - [ ( 1 -T-tr i K-T ^- 4 - t°^< 'J 9 Jl) ^^->] 7 x 
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— 71/] -3 - (7-7^y-2-t7f^) ynh'tVl, 

2 - [4 - [ ( 1 -T-t? h-T ^ F-f 7[/- 4 - b°^U >>;!/) ^4=-^] 7x-^] 

3 - (5 - 7 ; ^y^V'/ [ b ] > - 2 - 7i/) 7*Dh't >®L 

2 - [4 - [ ( ( 2 S) - 1 - T-t? HV;U- 2 - fa 'J >>-7L) / o^i/] 

7 - 3 - (5 -r ^ v j s<yy° [b] f-x>- 2 ->r 710 To e^ife. 

( + ) - 2- [4 - [( ( 2 S) - 1 - T-t? h-T ^ F-T 71/ - 2 - h°D tj ^7U) 
/ h * ^] 7 x x A] - 3 - (5-7;^y^>7 [b] ^ x > - 2 - A) T 

3 - [4 - [ ( ( 3 S) - 1 -T-t? h-T S F-f 7U- 3 - b°n >J i?xA) 

y x x;t/] - 4 - ( 5 -t ^ ^>y" [b] f-x>- 2 --f ;u) 

2 - [ 4 - [ ( ( 3 S) - 1 -T-t? h ^ F-f 71/- 3 - t°u »J ^x;U) 

7x^A-] - 3- (6-7;i;;-l -jlJ-jI- 2 > KU A) 7/n 

2 - [4 - [ ( ( 3 R) -1 - T-t? h-f $ F-f7t/- 3 - tfo U ^A) 

7 iZWU] - 3- (6-T^y-l -x^7U- 2 — f > K U 71/) To t 0 ^- 

2 - [ 4 - [ ( 1 - T-t? h>T ^ FV^- 4 - b°^»J >>X7U) 7x^;H 

-3 - (6-7;i;;-i -jlt-ji- 2 ->r y fd 710 t/d t°^->^ 

N- [ 4 - [ ( 1 - T-t? h>T ^ HV A - 4 - fc^U ^7U) 7x^A] - 

N- [ ( 7 -T * >>y - 2 -t7f;t/) y f-^] -N' - / f/^A7 r S h\ 
x^7P N- [N - 4 - [ ( 1 - T-t? i F^7i/- 4 - tr^u 
T7iX7U] -N- [ (7 -7 ; - 2 - f T 7 ^7U) XJl7 7 ^^] 
#;l^y - K 

4 _ [N - 4 - [ ( 1 - T-t? h 4 i K>f 71/- 4 - f^U ^71/) 7x-A] 
-N- [ (7-T;i?;-2-t7f^) yf^] X 71/ 7 T ^ >f 71/ ] <>7^7 
77->7 F> 

N- [4 - [ ( 1 -T-t? h4 I F-T 71/- 4 - fcf^U >>7U) 77iX;U] - 

N- [ (1 - T li? J - 2 -i-y^JlO *=f-)l] X^^yt'fmf^H 
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> -J F\ 

if^ N- [N- [4 - [ ( 1 — T -b h-r S F-Y )\>— 4 - h°^< >J ^;t) *^->] 
— ;u] -N- [ (7-7i i>;-2-t7f ;b) /f^] Xi'7 T t^/H 

N- [N - 4 - [ ( 1 -T-fe h>T $ FV;U- 4 - t^U 7 ;i] 

-N- [ (7-T;i?;-2-t7f;l/) * =f- Jll X)l7 Jl] -N-iF 

&J:t/N- [N-4- [ (1 -Tth-<$ K>f^-4-^»J^;l/) 7 
;U] -N- [ (7-7;-^;-2-f 7f;l) A] X^7y^-TA] 7' 

#C0* bl^Oli. (2 S) - 2 - [4 - [ ( ( 3 S) - 1 - 7t f-Y ; K 
>fJl- 3 - fcfn »J iS~Jl) ^-+~>] 7x^] - 3- {1 - T I V J - 2 - ± 7 

( + ) - 2 - [4 - [ ( 1 -T-t? h -f ^ K>f A - 4 - ti^'J 7 x 

— ;u] - 3- (7-7;i?;-2-t7f;i/) yDt't^l, 

( + ) - 2 - [4 - [ ( ( 2 S) - 1 -T-tr h-f * K-OI/- 2 - t°n »J i?— ;U) 
n + y] 7i^H - 3 - (5-7;i?M>7 [b] f-i > - 2 - ;U) 7° 

xf;l N - [N- [4 - [ ( 1 -y-t? h>T 5 FVA— 4 - f < U y^S/] 

7x-;i/] -N- [ ( 7 -y i i^y - 2 -t7f;i/) yf^] ^7?*^^] 
r ij K 

n- [N-4 - [ ( i - y-t? h>r $ K>r - 4 - fcfoj 7x-/i] 

-N- [ (7-7;77-2-t7fA0 /f/l] X ;U 77 T ^ A] ^'J~>>\ 
4o «fc t>*N - [ 4 - [ ( 1 - y -t? F >r $ FV ^- - 4 - U A ) y + >' ] 7 x — 
A] -N- C (7-7;-7;-2-t7f A) /fA] XA7 7^^A7tf^ 
7 77y 7 F\ d ft £ * {£ C ft £ ©?§^fn^T* § 0 
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<* ^C(l ( 2 S) - 2- [4 - [ ( ( 3 S) - 1 -T-t? =• FVA - 3 - 
eaiJi>-A) 7x-A] -3 - (7-7$i?;-2-t7f;l/) 7°d 

tg^fg 5 7kfQ®k ( + ) -2 - [4- [ (1 - Tth^i fva- 
4 - fc?^ 'J S^IO 7x^] -3 - (7-7;^7-2-t7f^) 7° 

nt°t>i 2i^^ig. 

( + ) - 2- [4 - [ ( ( 2 S) HV;b - 2 - h°n U 

y h + :>] 7 x. — ;[/] - 3- (5-7;-77^>7 [b] f-i > - 2 - >T A) 
oh't7l 2&Ifc£. 

J-^U N- [N- [ 4 - [ (l-7th^; ij >?;u) Hr^i^l 

-N- [ (7-7;i?;-2-t7f^/) * f- ^] 7^7 7 t^^J 

N- [N — 4 — [ ( 1 -T-tr h>r i 4 - t*^ U S^U) 7 x.—Jl] 

-N- [ (7-T^;-2-t7f^) /f;t/] r^-r 7i/] r U s/> 

fcJ;a'N- [ 4 - [ ( 1 — T-tr $ K-f 71/- 4 - t 0 /< >J >W 7 x. 

— ;U] - N - [ ( 7 -T ^ - 2 X^7 7 ^^A7f^ 

TJi^-jim, ^ffir;t/3-;k II7;^>, iS&flifl&ifc, IWiiXf 

fc«fctfT~ FS^t)3S«n<5 1 S£fcl±2afi(±##tf £tt£o 7A 
^{ffir/i/P-yk KMra. i^afleJM^^ir;!/^ r-7i^>^ 

#U t^^7^b>7il/+;Fx-fiTOJ;[f7 $ KSIfr £Sti;fa<5 l 

1 2 



WO 99/33458 



PCT/JP98/05919 



J ^ 7 7 n y< ; - ©Ktt 2 ~ 4 © 7 7^ - ;^ O^AT 

;i/3-;t/f®K*ft7^i 2®7'j-4/7^3-^ l-^-^^y-A. i-y 
1 -fts J 1 - Kf*;-;k Xf7ij^7;ln-;il|^f if 

©Iftfi(tLT!i> *7'n>i s #T7°>J;l/^ #:/U>#, 7^'J>t, ^'JX 

t$C 6 ~ 2 4 Ofltl5I|aix^;t/^^$f * L < . ^«7;b3-;i/0^ft 6-24© 

x-r;u#£ Lt^o &mr )la-Jlb LTIi, xf i/>/'Ja- 

;K *° ij xf u > 'J xi-;!/, zfa > 'J xi ^ tj 7oh'b> 7" 

^l7;in-;i/tx^f;^Mt§IKitltlt *7n>i, #:/<J;t^ 
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c 6 -c 16 iraixf;«df* u^o yjfj y^jmmm^^r-JKDm 

^itbtlt ij -tr U ^7 iJ7°'J A/Wt J* U ~tr 'J > > ^ y # 

■f u u -tr 'j bti§^ -©9 t^y u u -tr u >7^#(- 
£ l<> js^ift6 — 2 4©7^+;^yf^7 ^ >?r^'> \?mfr£*)U£ b<> 

a^f^J.Jr ltfi/^-^yf ^7 i H\ A^y ^at $ yor^-is Y\ 

#A#>->^-f 7;^i^/f^7 ^ y I^HAWi: b < . 

Efc^tfc 6 — 24 ®7;^;k;yf^7 ^ y 0£F£ U\, -etf^ftM t b 

Tfi-r^A^y t^AT ^ y WfWt> Kr^A^y f-AT ^ y I^^. fF7f^A'y 

y f ;i/7 ~ y ftBfc^a^tf*£ft&o 

*°>J t + ->7;^b v7;l+^x-T/Ht btlis *°'J ^^^x^u >TA 
^ix-f^ *° 'J t^^a tru >7;l/^ix-f A^l^f <bt\%f)\ #'J 
t+yxf U>7J^^x-t^t!)^S b < , #ICt°iJ t^yxfl/ > 
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